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m 



m 



[it ^ i ] 2- [4- - 1 -m 

t> <i jv -x X- fe & ff&g 2 tcia^© # -i tox&fom{k<D**ffi* tc 

c»#^4] 2- [4- (j;7i-w^) - 1 - tfK^y-;i.] -m 

;i/ x * r=. ttffpi* ^ >f ic £ o t bi %m ^ $ % <nx° & siNfcg 4 icia^ 
6] t&gaRN AV4)i*ft*)i h s * y ;l/X*fcki:fc^^;l/-^ 
[»*«8] 2- [4- (y7ii;wf^ - l -tf/^^^-;H -W 



1 
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[0 0 0 1] 

*%wtt. 2- [4 - (v y - 1 - ys^v-K] -mm, * 

[0 0 0 2] 
[0 0 0 3] 

[0 0 0 4] 
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[0 0 0 5] 

So 

[0 0 0 6] 

W:, Attic** U B*3»*lclMif **©*#v^, i&»IBI»*#*»K:fcfe 
[0 0 0 7] 

[0 0 0 8] 

HK3fc«©?H* RIM, IMte l/Mte, Aft*-** 

*tt4>®Mfc#& <*fcn*. 



3 
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[0 0 0 9] 

So 

[0 0 10] 
[0 0 11] 

c»re l * e> £ «r & g&jg ] 

[0 0 12] 
[0 0 13] 
[0 0 14] 

IBjB«B&©J&SK, aWMc*i2- [4- (i;7i-wf;i/) -l 
. HP*>, aMfciJIJCfctitf, 2- [4- (j;7i-Mf;i/) -l-tf/^^^~;i/ 

[0 0 1 5] 
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[0 0 16] 

(1) 2- [4- (py x.-;i^^;i) - l -BWl. $.tcit 

tors K»*ft, m* (Dft^m'&fazfcimm^mizmm^Mteznb&m.* 
mm. 

[0 0 17] 

( 2 ) ? * « ^ti tc ggstf s * r n a * ;i/ 

[0 0 18] 

(3) RNAV^;vxtf*jvh$?VV4;]sX&frlt¥nj]s*}-y>(j\ / xx*&& 
[0 0 19] 

(4) y^jix&mmrfy^jix&Bfjk (am, be cm. em, gm. t 
tvm) . v-cjvxmmm. -o^jv^y*?^ ^ji^xmmm. v-ai* 

[0 0 2 0] 

(5) 2- [4- (i^^ai— - 1 -tf/^^^-;i/] -ff^ 
[0 0 2 1] 

*mmzt$\,\Tlt. 2- [4- (i;7x-;Mf^ - l - tf/^^y-;i/] - 
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li, i^H E P 0 0 5 8 4 5 6 Al, fcitFWO 00/58295 

JtSBo-fb-^^^^ji^Mii, 2- [4- -l-tr^ 

-B«*fctt7S TIB;* (I) : 



nttl ;§;£:&2T*&S) 

2 - [2 - [4- [ (4 -^nn7i-;i/) 7x-;MfM - 1 - tf^^y 

2 - [2 - [4- [ (4-^DD7i-;b) 7i-;Mfjl/] - 1 - 1?^^ 
2- [2- [4- (j;7x^)lf;i/) - l - tr^^>^-;b] xb^pi/] -f£ 



X. 
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# 2 0 0'~2 - 1 9 3 9 0 1 



2- [2- [4- [ (4-7Mn7x-^) 7 iL-)l*?-)l>~\ - 1 - tf/^^ 

2- [2- [4- [tr* (4 -7;i/7hn7a:-;i/) -l-if^^x 
xh^s/] -mm-, 

2- [2 - [4- (^7aix;b^^;i,) - l - bf /^^ *;=JV] xhap>>] -y 
•fe hTS Kifett-tflDzUiafc* ; 
2 - [2 - [4- [ (2-^nn7i-;i/) 7i-;Mf/b] - 1 -tr^s; 

x;b] xh^i/] -r-fe K*fett*cDziftBia ; 

2- [2- [2- [4- [ (4-* b*i/7^-Jl) 7i-^^^] - 1 - 
2- [2- [2- [2- [4- (j;7i-W^) - 1 X 
2- [2- [2- [4- [ (4 -7Dn7i-^) 7iljWfjl/] - 1 - If 
2- [2- [2- [4- (^7acx;i/^^;i/) - l -if^SJ— /!/] i)>dp>> 
2 - [2 - [2 - [4 - [ (4-^nn7i-^/) 7i-Wf^] - 1 - fcf 
i©#>f ^"©WK:«F*bVWb-^<Bftt, 2- [2- [4 [ (4 -?nD7i-jl/ 

^©£e>&ftiir%©M&sMki:> 2- [4- (j;7x-wf;i/) -i-tf/^ 
-»g**fcttrs * (i ') : 
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X' 

r 



(5£*> Xl3«fctfX ' tt, m&K&m* ^n, (Y') m --W'T* 

Dtt, -CH = |fett=N-tfey ; 

R X ^J:tfR 2 «, &fclt-ffiK- (CH 2 ) 2 -T?»»; 

Yfc«fctfY' tt % -L 1 -, *fctt-t^04fdU^§-L 2 -V (Z) t 

l 2 «, (a) r;i/^ri/>, Tn/fr-uy, 7;i/^-i/>, ojbukjd 

(b) -L 4 -C (O) — N (Q ') ; 
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Vlt> (a) ~MT (arene) , Hffiy\<rU T I/- fcteZLffiVfim 

(t^OT'&S^S) (b) H^ffiCDT l/->JtttHlAfD7 

U-> (t^lt'$.5t§) T*&U ; 

Q ' 33«fctFQ ' tt, afcfttC-AC (O) OR 6 , *fe}i-AC (O) NR 6 R 
7 ^&»J ; 

Wfe^t^W'li, W£J:tfW' <D5 t.% 1 o#-N (OM) C (O 

) N (R 8 ) R 9 % -N (R 8 ) C (O) N (OM) R 9 , £fc&-N (OM) C ( 
O) R 8 T*&&£l£lC, m&K, -N (OM) C (O) N (R 8 ) R 9 , — N (R 8 
) C (O) N (OM) R 9 , — N (OM) C (O) R 8 , -C (O) NR 8 R 9 , * 
fete-, C (O) OR 8 t*feU ; 

Ztt, -A'C (O) NR^l, -A'C (O) OR 10 , AD, N R 3 C ( 
O) R 4 N0 2 , CNJfettCFg^y; 

y, *fe^oJ^±©^^P>^-O-T*ttm$n^BaM©%0D©e)*>© 1 oT* 

, nh 2 c (o) (r;i/=3p;i/) oc (o) --e&y ; fcitf, 

R 3 , R 4 , R 5 , R 6 , R 7 , R 8 % R 9 R 10 fc £ R U fc«&lC*iSt, 

-oj^±(Z)^^iy>^-o-T?Mgi$ti^:T;p^;i/^fey ; 

-s (O) S (O) 2 -JCfeV^T>f*9tC|g^bfe»iRJK^*e, - 

o£U:tf)*^l/><#-0, -NH, -S, -S (O) *£&i-S (O) 2 - 

T? ; 

££t>\ HlCm#0T?fe£i:g, W#-C (O) N R 8 R 9 % *fc»-C (O) 

oR 8 -e&y ; 

Sll-AC (O) OR 6 lCfcV%T, A#fi^-£T*&£ £ R 6 & 

9 ffi|E# 2003-3007608 
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zti'tzib&m. &&&mfiim'&tis> i>7xrm-, 

& (I ') ©ft^*<z>«B^T?#*bv^©tt, 

- t #0 1 V2bZtgiZL, 2 -V (Z) t L 3 -T*&y ; 

i^-e&y ; 

V (Z) t tt, milJC«fc»jA'C (O) NR 10 R n , -A'C (O) OR 10 , 
^D, NR 3 C (O) R\ NO £ , CN, CF 3 , 7'J-P> (furylene) 
^-^ry^^il/^ (oxolanylene) tlT V>T V 1 * 7 Vy~Z%> U ; 

Wtt, (OM) C (O) N (R 8 ) R 9 , — N (R 8 ) C (O) N (OM) 
R 9 , N (OM) C (O) R 8 7?&*J ; 

A ' &;*^>r > (methyene) £ fctttf - l^^fe y ; 

R 3 , R 4 . R 5 , R 6 , R 7 , R 8 , R 9 , R^feJctJfR 11 ^:^^**, 
— o JSUl© ;* ^ 1/ > & - O - g#|£ tlT V^ T % <fc V \ C x ~ C 6 T)l & Z> ) 

[0 0 2 2] 
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[0 0 2 3] 
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[0 0 2 4 ] 

*$&miz-j3\\T, 2- [4- (i;7x-;i/^f^/) - 1 - tf^^i?-;u] -0 

Bt * feasors k«##, fi^r©3t^tt#*fei±i(iai^e&K:»«Tg*-e 
tie.©*©— rtf us;>j , -r&fc*., (±) - [2- [4- c ( 



1 2 
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[0 0 2 5] 



[ft 5] 



CH— 




-CH 2 CH 2 0CH 2 C00H ■ 2HCI 



[0 0 2 6] 

Mill T»SC«K:Mw©^i5fe^K:«feoT«3it*«ii:*^S* B 



, W<^t)9 0fl% (*?;fcb<«4>&< £%9 5S£*%) 0i2^U^>CZ)l 

-it. (f ©yn Kn^ n y KSo^SftttTfftSfeft) i/tfHz^y^i/ (ie 

vocetirizine) £ LT=&£tJ£>;ftT V%£„ -eft^ftGDM* O^Mtt-fttt* 

n-feX«, a-D^A°#f^EP-0 0 5 8 1 4 6- Bl, $S4$ft$2, 2 
2 5, 3 2 0^J:t>'2 l 2 2 5, 3 2 1^, #ffl#f*fg5, 4 7 8, 9 4 1f, 
^3tlf=3-n>y;Wft}iE P- 0 601 028 Al, EP-0 8 
0 1 0 64 Al, &&&&mi$to&mffi!®mmmWO 9 7/3 7 9 8 2# 



1 3 
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[0 0 2 7] 

M&Mi 1 9 9 8-9 9^JR, $83 . 
[0 0 2 8] 

2- [4- - i-if^v-jvi -mm, *fe»*©y 

m^mtstmmnhxit, m^t, x#;-;k ^x^;t,x~x- 

;k fh7tKn77> (thf), V**cVymi*m?bft,& 0 &&m<Dmz 

, vi/>f>|&, 7vm ^S#m> *z:yn. i/^vm. 

9M> m^m. vyzsm. -ryf/um. *$yxn,ftyM. ^yHyxjvfcym 
, p - bJi^yxjvftym. l o -%y7T--x)\sfcyM^i$mft>nz> 0 

[0 0 2 9] 

*I§B^{C|3VNT, 2- [4- (*?7i-Mf^) - 1 -fcf^^^x;i/] -if? 

tfi*-^ 5*;^) JC»'fS^-f^^tt^jBFift*fett-eftK:B95t'rs^ 

[0 0 3 0] 



1 4 
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ZfcifcViral infection of the heart, J.E.BanatvalaJgg^, Edward Arnoldft 
ffiJK, n> K>1993 PPl-257£#Hgf Sr^^T'tS) . 

[0 0 3 1] 
[0 0 3 2] 

[0 0 3 3] 

^^y?>r;i/x, zfyw^jix. yw-?>f/i/;*, i^bn^>r;i/x, 

[0 0 3 4] 



1 5 
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[0 0 3 5] 

(AM. BE Cf, EM. GE TTV1) „ 7f^ 9 

>f;i/;*ja&gS£, -r>7;i/x>if, ^-f^ftftNfc, f-f^xf^fj^, 

, X-f>C (HIVfliSfifi) > j*AT»fj»Bjfce (ATL) , ^trn-v, jfefe 

[0 0 3 6] 

(Ai, bs, cs, em. gs, ttvi) > rsv jixmmm. ^yy 

[0037] . 

1 infection of the heart, J.E.Banatvalagg^ Edward Arnold£fcffiJ$u D>F 
>1993 PPl-257?:#mt-Sr o 



1 6 
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[0 0 3 8] 

*»2- [4- - -mm. 

tt, SP^*fc^MP^©v>TtiT*%Mv%-g>^^^T*#. «it«iRASS, iff J® 
«A, *feliMmiS#^ic e kyMv>^3h^T*^So *»9i©2- [4- (py 

- #3^0)2- [4- (i?7i-;^f;i/) - l -mm. *fe 

tt, («*.«, am, asiau v/m.-*? 

[0 0 3 9] 

;t>) - 1 -fcr^9 2?-/l/] -Mk tfcttf©?^ Kttttfc «*©*63*l*ttfls 

[0 0 4 0] 
[0 0 4 1] 

Tfciv^ IgMortg^tffc^;!/ (vehicle) Ute»jfcfc bTW* "T tg&%© 

1 7 mSE49 2003-3007608 
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[0 0 4 2] 

& frith u -feu KM'feii^ati*- 

[0 0 4 3] 
[0 0 4 4] 

tltH ffif*.&$/a*N ?L*i, •fe;PD-^||, V>-h-;K *7/b^h-;K 
[0 0 4 5] 

xf*& 0 r©j:e>& rgij^^ti^j nbxit, MA^^ffi#mm> 

m. a -h37xn-;k iy^7^iym<Dwmim. mmm> u^itm. mmm 

^S. mm&£X$\Z)\,m\*. HICK'S (enteric) n -^W y Z t %T? 



1 8 



ffi!SE# 2003-3007608 



#2002-193901 ^ 

[0 0 4 6] 
[0 0 4 7] 

, «-£i$w, m^m, wmmm. mm<om^t>^ mm<D*<0#K.i6m&ft 

T*£S. 2- [4- (^7ilWf^) - 1 -\±K?V-M -WWl. 
[0 0 4 8] 

mB<DmmMt.hx&j*?z>&<&. iPt^tit -hs^o. oi-isom 

g. ft$.L<teO. l~10 0mg, fStlt -Hi$!lO. 01~50mg, 
&&L<1,Z0. 0 1-2 Omg & l|B*fctt2 0JkV%L3H*C#tfT«#f 

[0 0 4 9] 
[&JM] 

[0 0 5 0] 
[0 0 5 1] 

7^X{CfeWSEMC (Encephalomyocarditis) >f ^^^vfrlfclfetC «k 
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1 ^e^wcfcv^. ^mz^s-t^^^vy (-ffct^, 2- [4- 

[0 0 5 2] 

arts 

[0 0 5 3] 

2 8 • i©DB A/2 Y'J^S: 3 oOD^;i/-^{C^^, £X<D?}l-ZflZ 

mmmm (pbs) tito. imi) ^li^iiifc (fns) . m?« 

„ ATCC (American Type Culture Collection Manassal VA, U.S. A) ;fr»£>A 
[0 0 5 4] 

*fM4:bT3!l«*©*«:#Afe^fiR» U-10) , M9^m 

o) , -fe^ys;>fei omg/k g/H©iTMfetf ; (n = 

[0 0 5 5] 

1 4 0^£7?©±SB3o©^;i/-^©£#^&. Kaplan-Meier^lCioTitg? 
Ufe (ZL©Kaplan-Meier^©^$|l|}CBIbT^> #U^.tfSC*5StatVien, SAS Instit 
ute Inc Cary, NC, U.S.A, 1998&#flfrr 5 3 il#T?€S 5) . 
[0 0 5 6] 

[0 0 5 7] 

_tS3fC «fe y#6tlfc«*S:Kaplan-MeierSK: £ U flMfr** 5 3 fcfc «fc »J #6>tlfe 
•r- # & BI 1 © ^ 7 Kt*-* . 
[0 0 5 8] 

lIBHICitiii:, ftjlRtt (n=10) tt, 1 4 B«T*£#ttlEE (£# 
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*1 0%) T'&ofeo ff&#> "fe^US? (n= 1 0) ©1 4 B^<Z>£# 

l*4ES (£#sM 0%) , (n=10) 014Ht04#« 

5H (4#$5 0%) Tf»»J, tf J S?>ta#ICJ:otill«#»K:4#*^* 
^SZl^ig&kJlfc (p<0. 05). „ 
[0 0 5 9] 
tSgftM2 

[0 0 6 0] 
[0 0 6 1] 

ttlHf 1 tmaiC, - ^<DDBA/2^?*£3o©?Vl/-->ac## 

, ±T(D^-^C, EMC?>f P f u/Y^^OTftiibfc (if 

nH) o 

[0 0 6 2] . 

7) , tfl)i?>S:lmg/kg/0 ©iT^^fe-fef 'J (n = l 

0) , -fe^U 2?>& 1 Omg/k g/H0lT^fetf'J ^S-^H (n = 7 
) 5tB 5 B«*T*v^5 2 &Mvt'T\ MM! 1 fclffttK* -H tc-tH^fll^P 

[0 0 6 3] 

, M;t£:fci8RCsculation 1999; 100; 1823-1829 S d - <MB 

^bfco tf6tf^S5^*f«one way analysis of variance (AN0VA), Fisher's pro 
tected least significant difference test{C«fc Uffofe (Z.tf> <fc "5 &$tift^#J 
#^&©f£lHJCWLTteU WiLtf^ClKStatVien, SAS Institute Inc Cary, NC, 
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U.S.A. 1998& #01- £ - 
[0 0 6 4] 

0 : jfc&fcU 

1 + : jfrfll® 2 5 %J^T«)^, 

2 + : 2 5 % J: »J # < , 5 0 %J^T <Z>iEMH©:»2k 

3 + : 5 0 % <fc *J # < . 7 5 %«T<Z>'EMi8©*&3k 
4+: 7 5%J:«J#<, 1 0 0 %gT®^I©iI 

[0 0 6 5] 

MM 

[0 0 6 6] 
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( n = 7 ) 


l mg/ kg/ B 
(n=10) 


lOmg/kg/B 
V. n — / ) 


't>lI(g)(5SS) 


0. 06±0. 0009 


0. 07±0. 008 


0. 60±0. 006 


ttS(g)(5BB) 


11.3+1.4 


13. 0±2.6 


11.4±2. 1 


i&M/<**ifc(5BB> 


5. 7±0. 7 


5. 4±1.1 


5. 1 ±0. 8 


4>lBifffll®»5E (5H a) 


2. 3±1. 3 


1 Q4-1 A 
1 . OX 1 . U 




itk&mmmmGBm) 


2. 9±0. 4 


2. 3±0. 8 




asm) 


1.2±0.9 
(n=10) 


2.2+1.0* 
(n=10) 




£??3g(14BB) 


10% (1/10) 


40% (4/10) 


50% (5/10)* 



W-&± S D * p <0. 05 vs control 



o 

[0 0 6 7] 
[0 0 6 8] 

±IB^£5g^e^^©i&^ ; Ef : ;^^CoV^T^. Circulation. 6 5:123 
0-1235, 1982* ^^Circulation. 66:355-360, 1982 

2 3 20 0 3- 3007608 
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[0 0 6 9] 
[0 0 7 0] 
[0 0 7 1] 

nH). 

[0 0 7 2] 

1 0) , t f J ^> & 1 m g / k g / H t f 'J (n = 

10); fe*at-fe^U-2?>«:l Omg/k g/HOi^fetf-'J 



[0 0 7 3] 

^^gfe, a^«3j^^s;^>f1f- (AstrasontUR, ' Ultrasonic Convert 

or) &«VMPBS ('JVii!lfM%> lml, pH=7. 4) tfn?**e^ 
>f X : O^C, 3 0 3©) U 41C, 1 4, 0 0 0 r pm©^ftt'2 0^41 

^lb, »6*lfe±i*IL-2, IL-12, IFN-r^TNF-a 

[0 0 7 4] 

#im h *> -* y <Dm&mm&* tpir© * * h e l i s a k £ y «»g 

b recirculation. 100:1102-110 8, 1 9 9 9) „ V?* I L- 2 
£J;tfIFN-7<Z>ELISA:3fy h &GENZYME Corporation, Cambridge, U.S. 
A. fre>, IL-12^mNF-«0ELISA^>y M*END0GEN Inc. 

, Cambridge, O.S.A.iil^lAlf-. 



2 4 
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1 9 3 9 0 1 



• 



[0 0 7 5] 

#±»*«>*MB*i*i** (bca) asicj:ya«feu 

Sg^CStTSlM h*>f>iI©H^^ffitfe(J. Am. Coll. Cardiol. 3 3 
♦.1400-1 4 07, 1 9 9 9) „ >Sa»S»P g/mg0M 

e*fettng/mgiatai:bT*bfe. tttf^w^fi*, umm2tmmzon 

e way ANOVA, Fisher's protected least significant difference testlCfcll 



2 (D ¥ "7 Z7 fcTF'f' a 

[0 0 7 7] 

0^&C£tt-5'i>$/l*ltf> I FN - g(Z>ifitI^«)6>tlfeo 
[0 0 7 8] 

±&Lfc^t4iC^bfcJ:5lC, ^-f^^tC@0"rS«H^WJC^bT2- [4 

- (j?7i^^jb) - 1 - tf^^^-;v] -mm. tt-tezoTSFmrnfa 



[0 0 7 9] 

Mil 

[0 0 8 0] 

(i) mi 

[0 0 8 1] 
[0 0 8 2] 

tfUi;> lmg, ?LfS 90mg, MHiZ^n-X 25mg, Xr7'J > 



[0 0 7 6] 
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9 



WFTtf^i/VJ* 4 mgo 
[0 0 8 3] 

(2) V7h*^MI (1 ^^-fe^*) 
[0 0 8 4] 

•fe*US?> 30mg, )K'Jxf l/>^U3-^-3 0 0 3 0 0m 
g, ^'JVM-h 8 0 20mg 
[0 0 8 5] 

[0 0 8 6] 

(3) &t*#J (17>^ 1 Oml PfO 
[0 0 8 7] 
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